Au toimmune CT Ds 

(Rheumatic diseases) 


Erythematosus (LE) 


3- Systemic sclerosis (SSc) 

4- Sjogren f s syndrome (SS) 

5- Mixed CTD (MCTD) 

6- Raynauds Phenomenon 

7- Others: (forMD): 

A-Rheumatoid arthritis 
B-Juvenile Rheumatoid arthritis 
C-Adult-onset Still's disease 
p- interstitial granulomatous derma 
o E-Relapsing polychondritis 

8- Autoantibodies Encountered in Patients 
Autoimmune Connective Tissue Diseases 
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oito-immune connective tissue disease: 

_(AI- CTDs) 


Introduction and nnmpnc{af], r; 


of polypi"?]”™*",'“ <AtCTDs) « » S™P 


SSC:Associated with collagen hyalinization. 
+ LE ana DM: rfth show increased dermal mucin. 


*Bullous SLE:Associated with autoantibodies against collagen VII. 

CTD dise ases ’ can be used synonymously for AI- 
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^gii..^r:Gi2^ chronic, idiopathic, AI-CTD with multisystem affection that prominently 
affects the(skmh . ( Ly 4 A-f,, flbjO 

Lupus means : any skin disease in which the lesions are characteristicallyjeroded J 
Eti oiogy and pathophvsialnry: uknown (multifactorial): + S,v,W.feV , 
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1NATE 

SUSCEPTIBILITY 

•HLA type ( DR3/2 ) 
•Immunoregulatory 
genes (multiple) 
Complement levels 
‘Hormonal levels 


ENVIRONMENTAL 

STIMULI 

*UV expo sure 
‘ Microb ial response 
♦ Drugs 



Jl" ai rn i/ /? / Oj f 


1MUNE PROLIFERATION 


‘Hyperacti ve B-cell/T-celi activatio n 
‘High ratio of CD4:CD8 T- cef!s 
‘Defective immune complex clearance 
•Impaired tolerance 


AUTOANTIBODY 

PRODUCTION 

♦ Apopto sis & self exposure 
•S elf-reco gnition 
•Poreign-Ab cross reaction 




m lupus erythematosus (LE), many genetic-susceptibility factors, environmental 
triggers, antigen-antibody responses, B-ceil and T-celi interactions, and immune 
clearance processes interact to generate and perpetuate autoimmunity 
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SCLE 

I CCLH (Discoid LE) 


Relationship of acute cutaneous fupu 
Lupus erythematosus is lupus erythe 
erythematosus. SCLE is subacute cut 
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THE AMERICAN COLLEGE OF ™ATOLOGV' .982 REVISED ^^7X7 ^ CEA.SSIFICAT.ON. 
-- ^ STEMIC LUPUS ERYTHEMATOSUS • 


Criterion 


!• Malar rash 


2. Discoid rash 


3. Photosensitivity 

4. Oral ulcers 


Definition 


t h=S,A™,; l S~ ed - over ,he ?t r emi "'“ es ' ,endins “ 

. >J3Sa/ ■ 


^themgt^israised^atches with adherent keratotic scaling and follicular" 
P^og’ng, atropmc scarr ing may occur in older lesions ~~' 


1 P^Sn a o 5 bs a e^ll n 0rU — 31 reaCti ° n 10 ^ Hght - by Parent histo^ or 








Arthritis 


Ora! qTna so 
physician 


rigealjulceration, usually pa inless (W-), observed by 


6. Serositis 



fesiosivejrthri^nvolving tvy o or more perip heral jo ints! 
characterized by tenderness, swelling or effusion ~~~ L V 


(a> P t eu r itis - convincing history of pleuritic pain, rubbing heard 
/ by a physician, or evidence of pleural effusion 


OR 


@ pericarditis-documented by ECG, rub or evidence of 
pericardial effusion 


7. Renal disorder 
'in 


C. 



@ Skater than 0.5 g/day or greater than 

i+ if quantitation not performed --~ 

OR 

be red cell, hemoglobin, granular, tubular 
or mixed — 


Neurologic disorder 


__Seizures-in the absence of offending drugs or known 
metabolic derangements, e.g. uremia, ketoacidosis or 
electrolyte imbalance 
OR 

JE£ych£S£-in the absence of offending drugs or known 
metabohc derangements, e.g. uremia, ketoacidosis or 
electrolyte imbalance 


9. Hematologic disorder 



H emolytic anem ia with reticulocytosis 
OR 

Lcukopem- a -<4000/min3 (on two or more occasions). 

OR 

Jpmphopenia-<l500/mm3 (on >2occasions) ( \ly°.bp ) 
OR 

dl Xk r°rnboc ydo£criia-< 100 000/mm3 (in the absence of 
offending drugs). £— 


' ViYE gntiphosnholiniri antibodies based nn- 

(1) +ve anticard iolipin 

(2) +ve anticoagu lant: or 

p).Cfe!I a lse- positive s erologic test for syphilis f positive 
;or at least 6 months and confirmed by Treponema pallidum 

1 r lu0re;iCen£ tre P°nernaI antibody absorption 
testQ iA-ABS)) U Tj frCzx p^n]. 

I An abnormal titer of antinuclear antibody by immunofluorescence (or an" 
| equivalent assay) at any point in time and in the absence o f drugs known 
I to be associated with daig-induced lupus ’ syndrome 
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^ ’ Dermatomyositis 

■ L^eimatomyositis (DM): chronic, jdiopathic, imm une mediate 

disorder that includes an inflammatory myopathy and characteristic ski 
manifestations (Muscle+skin affection); c — 

Mymyosifis (PM): is an inflammatoi y myop athy with6ut)the cutaneous 
findings (muscle affection without skin affection). 

JMpIggy: unknown; may be due to: genetic, environmental agents (e g 
virus, drags) and autoimmunity. ■ 


CToi <C 


withmit.the cutaneous 


ge: -1-Adulthood tvoe: average(40y) 2.Juvenile :i^-MW 
ause of death: Mg, infection, pulmonary and heart affection. 


Clinical pr 


Clinical piefimrfi; 


1. Cutaneous manifestations 

2 . Muscular manifestations 

3. Systemic complications/associations 

B. Clinica l subtypes ( see the table) 

C. Criteria for diap-nosis 











A. Clinical picture 




Z 


1.Cutaneous manifesto 


; A.Pathognomonic manifestations @ 


■ottronV Papules : violaceous erythematous (Lichenoid) papules overlying the 




i orsal mt erpnalangeal o r metac arpophalangeal, elbow or knee joints. 

rottron s sign: symmetric, nonscaling, often atrophic violaceous erythematous 


;jv 


* 

v rt o 


CM 


A/ 


mac FJ es ZhpJ ac lPes 5 in the same distribution as Gottron's papules 

AtWlr 


Ahfc — n > n 

"p^pviW* ~~ r a > 


U 




k/ i ix- 't <$ CeonA^f ), 


R» Characteristic manifestations ^ 


L Heliotrope erythema: violaceous p urple eryth ema/edema at periorbital area 
(mainly) also cheek, temple and forehead. 

2.Shawl sien/V-sim: X/lofoC^UUS 3on sh oulde r and upper 


ALa.(jJlIq_ 




OJj \ 


\\ti AC 


i Writer arms (Shawl sign) and V-sh aped area of anterior neck and chest, 

3. Periungual telangiectasias: with ragged cuticle (dystrophic cuticle). 

4. Mee£ianf e 5 s hand ; hyperkeratosis, scaling and fissri ng of hands due to Gower's 


■sign (associated with an increased risk of interstitial lung disease and +Ve ^ ^ 

antisynthetase), ' 




: i C)Comp a tibIe manifestations @ 


^ Poikiloderma atrophicans vasculare (poikilodermatomyositis): violace ous ^ 
incontrast to that of LE which is eryt hema tous. 097 SksWldC $ b 


U§6ZKj 


2.Calcinosis cutis: more common in children' firm, whitish/yeifow fsh papule s, plaqu es 
° r n odules on the surface of the skin that may ulcerate and discharge chalky material 
Most commonly present on the buttocks, elbows, knees or traumatized areas, and is 
associated with increase d disease activity and duration. 


DrLess common manifestations (Sh 
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LP- 


M m 9, 


djcgfii. 


Vasculitis 

Panniculitis 
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iKi )ojenn^ 


■' i Ay \ cs^-ns 
















Erythroderma 


Facial swelling • 

^ jTCa fp cMrj 

l EiRare manifestations: 


/A °j Lj 


QOSIS (hyperkeratosis, hypertrichosis, mucinosis)._ 
fjpurticarla (urticaria and U.vasculitis). 

JAM' ' 

j-like stripes (centripetal flagellate 




©egos' disease. 


erythema).' 


.Muscular manifestations 


Commom Symmetrical proximal muscle weak ness^difficult walkin 
getting up from chair, combmgmne's hair ., dysphonia, dysphagia. 

muscle weakness, visua 


common > * 


ommai 


■ QsqM 

3. Systemic complications/associations . ' ^ 


, dir 

( l<i 



Heart: Cardiomyopathy. 

r Lung: Aspiration pneumonia (secondary to respiratory muscle 
weakness). Diffuse interstitial pneumonitis/fibrosis 
r ^ : GTT: Large-bowel infarction (secondary to vasculppathy) - 
I ^Muscular: Muscle atrophy aiid' calcification. 

Ocular: including iritis,, nystagmus, cotton-wool spots, optic 
atrophy, conjunctival edema and pseudopolyposis * 

Internal malignancy, 

/VApnHA'x'. - 

—— ■ B. Clinical types , QSe^_ £ hssfr'caiz. 

- 

/QJuff- pa f 




cj UV&mf fe. 



°<3 1 % fc Ccf?SSf fh / 


f&t'ari^ opPc 
Qd+SS/'Cat & 


i% r ja Q Aj £ £)Af 

DM * 


e. 


'<a>3 /'Ti-f 


> U 
Ft 


() CuJ 
fifty 


VP 

-Mic cV¥- 


i^/ Classical. C MiJsrfirfArc) QM. 










( f 


'S' i 0 




€0) .. - _i/ “9 

t ■££- / f TC—ijtfjf- 


&.<h’£L Of i 


I ' / 

I . r 


3 o~f D~ ‘/fi_ y)*>r>£> h, cdj.hS 
!r- f CL f CX si z&t-' / 3 J J 


SY^jciy&^eS 


"1 

rS 

f .b 

0^, 


| 

| 0f^x. 

) 

I |f —• 

I 

C" 
€'"' 
C' 5 ’' 

fi 

C , 

f* 

§f 

cf 

Q 

C 

c 

o 

o 

o 

□ 




:D 


__ _ E>/ij C.2Se5 

-= Mi$kf f€/&&}/} y f^r3 Syk Qj^^r 

fhcfciS; 


t^AJMlf t>M 

WW?if n y> S Xs~ 

^ £)-Af . 

m <ljrm 


/H f*Y*y<& f&'ih- 

CM- H €Ty 

J 


OVafac^ ^Q/iCt 

(k^s'h'id & 


N 




* . ( 0SS C&n>wt&¥% " 

Ca 0€er- 
l Car>Ccy /u 
f Gitn'ifarL 

,MJF- 

»J_„ /*//■/ Mek 

r. 


■®/; 


'Ojy 13/ . £> 0 /!/=?/ €> £<£? 

of 




r MrmZLn 


J 



a hoi c?* 


Cjjrfjf-. 

;— . y-a dwrtfin 

' peU/ff~ 


O^AeyS- 


C 


asi^- 


Gdsl^fefy C '£ ypnffi^l ^ aaii . 

m sh^_ srfmfhhftsj fit Jep. & nem «) 

h(~J?yTL. ytytsty c fr-ve. &/< 

..in 




l®yf ffS^fp 


},. -hilh\ 


W 0. 


‘ 2 . 


9 

a 

D 


D m ,; 


LJ^Y§SMi-&®S n differ from adult type in: 
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r ra de fever CUtis ’ ^ T complications, low 

’ Cr ’ arth -£ tls ’ cardiac conduction defects (RBB) and Gowers sign. ’ 
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iuvenilr ■>» " ^ Sre does ~ not a PFearto be any association between 

at enile uennatomyositis and malignancy. 
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Systemic thera 


® 0ral w *>]^r- -it-g—, ^ 

J Methotrexate- ' T"'^ -r- 

■ ‘• xatt - 15 mg/m weekly (2) ' y j 

0 Arathioprine: 2-3 mg/kg/da y ( 3 ) . • 

0 Others: ^High-dose IVIg (2 g/kg/month) (1) j 

i " Ch!nr3" y ^I° P !| 1 f > ^ P ^ larn * C ^' {0 - 5-1 .0 g/m J monthly) Q)*' 

J Chlorambucil (4 mg/day) (2) / 

I ! ~ Cyclosporine (3-5 mg/kg/day) (2) 

- Tacrolimus (0.12 mg/kg/day) (3) 

- Mycophenolate mofetil (1 a bid) (2) 

1 ' i 2 

C n" nix ^ a 5 l 5 - 10 m 9 /k 9 q 2 weeks initially) (3 ) 

_____ ssr-*" o S10 „ 5) (2) 

f^tanTous lesions^ ' ‘ • • •; V 

sr ec,,on faaDr inciudi ^ 

eruptions in 

Retinoids (3) methotr exate (5-15 mg weekly) (2) 

Topical tacrolimus (3) 

Others: _, .. 


Mycophenolate mofetil (3) 
Dapsone (3) 

Thalidomide (3) 
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I CALCULATION OF THE ffjW? 
I Site of cutaneous involvement 


j Head (A h ) 

j Trunk (A 0 

|---- - 

j Upper ext (A u) 

[Lower ext (A f) 

f Syipptom/pliyskal 'finding 


i Redness (R) 

f-r*— - 

j Induration (I) 

j Scaliness (S) 


skin severity Index (DSSD. 

SKIN SEvlirtrTNDlx fP SS~lT 
Degree of involvement score 
0, no in volvement 
J, <10% involvement 

2, 10 to <30% i nvolvement 

3, 30 to <50% involvement 

4, 50 to <70% involvement 

5, 70 to <90% involvement 

6, 90 to i 00% i nvolvement 


Severity of involvement < 


3, severe 2, moderate 1, slight oTn^T 
severe -- 


ffead(h) j Trunk (() ' { Upper 


Lower ext (l) 


+ H + °' 3(At)(R£ 1£ + St) '' °-2(Au)(Ru + lu + Su) + 0.4(A1)(R1 

Ext, extremity. ^ " 


| Systemic lupus erythema tost 


;i?IFFEREj^fAL.lHAGNQSIS.QF [ 


W ‘ th P a P ul °sq^mous le sions calTteidto^ ~ - 

Airborne or allergic co ntact dermatitis ~~ ~--- 

Eyeliq edem a can be marked in t ^ i,. . . ~~-—--—~___ 

—------ °°k tor additional sites of dermatitis 

Photodrug eruption " ~ ~ " ---—--—______ 

3 hotodistribution .-.—____ 

-utaneous T-cell lymphoma ~ ~ ~ " ~ ~~ ~ --—-—----- 

-topic dermatitis ~~ *- 

--- 

deroderma ~ "" " -------------- 

gn (true scleroderma may be preen^ is is an^T 
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mucinoses 

^Scleredema 
-. Scleromyxedema 


I _,i"'munologic 

(Chronic GVHD* 

^ Eosinophilic fasciitis 
: .Generalized morphea* 

'•"' pSropiastic rheumatism!" ) 

| ai’aneoplastic ( * . . ■ : . 

..--POEMS syndrome 
Amyloidosis (primary systemic) 1 
_. Carcinoid syndrome 

Coplastic - . ■■ •; 

Carcinoma en cuirasse* 

"Vtaboiic ■ Tbb'VbDD 

Diabetic cheiroarthropathy 
■’orphyria cutanea tarda*' 1 

iurologiob CD 

Reflex sympathetic dystrophy* 

S p i n a I co rd i n j u ry 

r .. 

^^in-mediated V 

j ! /ephrogenic systemic fibrosis* 

^ Sosinophilia-myalgia syndrome 
( oxic oil syndrome* 

jf rg- or cHemical-snduced (see text) ;; c- 

/^cRIeomycin* 

* .axanes 

{f~ f inyl chloride, chlorinated hydrocarbons'* 
nous insufficiency 

■ Upodermatosclerosis* 

( . . ... .. 

1 netic disorders 


•' .. estrictive dermopathy 5 " 5S ' 
?:-'- L| utchinson-Gilford progeria 
•" .erner syndrome ' 
skin syndrome* ^ 

S-. menylketonuria / 
y-w-lnchester syndrome* 

.axia telangiectasia 
i«,i4'uriez syndrome - 



^ Clinical-features 


Induration of the upper back, neck and face; occasional internal invTl^memSeChi) 

Waxy papules (often in a linear array); diffuse induration favoring the'Tace-upper trunk arms anrl+hWKr m i 

gammopathy; neurologic, gastrointestinal and pulmonary invo!vement:(seeCh. 46) ' ^hs, monoclonal 


Morpteafor. places Wipg the , runk , whlch 

Expansion anH U m)i°" *"* 3 pse ' Ja y celll ; ll,e ' a PPearan“ on the extremities (sparing hands and feet) (see teittC . : S W 

“ im ° lve 3 l3r93 »f*e,ruhh and extremities 

Sclerotic skin on the extremities (see Ch. 114) W.. ............. 

Diffuse induration favoring the face, distal extremities and trunk (see Gh * 17 ) - . • : ’ .- "b- ':h£ 

sclerotic skin on me ,ecs (see Table 52.C-; j y .1 ... (oTV-;. C (-Cbb'C:V ; 

' ' : 1 s ; . s: * y jhsr. cancerT 

Thickened skin and ; - ; ^ 

Morpheaform plaques in sun-exposed areas (see Chs 49 & 96) ~i T:?:*i 


Paimui, cold, swollen extremity eventually develops cutaneous sclerosis (see Ch 7) 
Sclerotic skin in affected areas " 


• r overlap with morpheaform disorders, which are listed in Table 96 1 

I ilknhfnh1“* a ™. yloid ° sis con f 0 occurin P at ients with systemic sclerosis and generalized morphea 
44 * 6 Diff erential diagnosis of sclerodermoid conditions. 

-- - -- -I- tt —— _ . r*m 

C _ I A i . id f 




AsmSmd W -i Sxposure , to ga do iinium-based contrast agents (US, 1997-present; now worldwide) (see textTWW f-Tbv-:n' 
Associated with L-tryptophan ingestion {US, 1989) (see text) .' • 

Associated with toxic oil ingestion (Spain, 1981) (see text) ' ' . 

: D 'C"%-[iif 

Edemafolinwp R Hh naU f S phen f ,T!enon; pu!monar y fibrosis ^ore common, usually no cdncurrent'skini^sidns)'Tvvw 

edema followed by sclerosis of the lower extremities; acrosclerosis n ■ ■ :i -.-'Sb. 

Acrosclerosis, acral fibrotic papulonodules, Raynaud's phenomenon, acro-osteoiysis; pulmonary fibrosis) 'bV 

w , ■ ,.. 2 " J .. 

Woody induration and hemosiderin pigmentation on the lower legs; may also involve th^gffisee Ch. 10 Q) y: 

" _-■■■■■ ■'■ ■■■ - -b-b/T.;-.-, -c.-T".; 

Tight, thin skin over the entire body; joint contractures; LMNA or ZMPSTE24 mutations ' 

Sclerotic skin on the lower trunk, buttocks and thighs; LMNA mutations (see Ch 62) ' 

Tight, sclerotic skin on the distal extremities; RECQL2 mutations (see Ch 62) b • 

Fibrosis of the skin/fascia of the buttocks and thighs with hip contractures (see text) b' :: . 

Sclerotic skin on the thighs and buttocks with hip contractures (see Ch 62 ) ■ ■ - - ' 

Tfghtlsderobc^'aclaSlUnlseel"').^^ 6 "'" 9 ' l '^ >r0t ' C P' aptJes or bands; MMP2 mutations (see Table 69.2) 

Scierodactyly; atrophic skin on dorsal surfaces of hands and feet; palmopiantar keratoderma (see Ch. 57 ) 
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SdSSSl wf tlS ls . dermatitis in which there is a de generativ e change at the dermai- 
eptdermal junction, with inflam ma tion (mostly l ympho cytes) mostly at the ISIiS 
between the epidermis and dermis. Liquefaction degeneration, vacuolar qlter^onand 
r~ r °P lc e ger>eration are ihree synonyms for this degenerative change that occurs at the 
t'f innctin; a “r dermal-epidermal junction, often leaving 

calleTr^ baSai ,ayer and sa P erflcisI dermis are " 

--—bgdies (dysKeratoticcelTsThy aline bodies, Civatte bodies) They appear to 

Zenemted totinocw" °5. b f ement I P embrane > fib ™ and in^unoglobulin, as well as 
- er -^t Le ||^to3cyies. Melanmincontinence also frequently occurs in any HPB 

de ™ at,tis ™y be divided into the lichenoid type and the' 
type, the latter having a less impressive inflammatory infiltrate. 
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flf Lichenoid type (lichenoid dermatitis) : t 

Lichenoid is defined by the pathologist as a ban d-like infiltrate o f inflammatory cellsf 
uc su P e rfi£aLiennis. The band of inflammatory cells is usually mostly lymphocytes ' 

SS5 - e ^~, cells . fepM’!- tnflanjmation of mdousmei^ranes, Zoon's 
~~ J ?t^SSlMsnhchaiffld drug reaction^. The clinician defines lichenoid * 

end ftm’fn f T® l F E Uie " p!aque resembiins 3 lichen (symbiotic growth of algae 
r.. W . k on the stou-^e diseases that are lichenoid ctnucamrarBTmriiTdT^ov 
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.stologically lichenoid are not cl inically lichenoid. 
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